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DETAILED ACTION 

1. Applicant's amendment and remarks, filed 2/27/08, are 
acknowledged. 

Claims 7-9 and 14 have been cancelled. 
Claims 40-45 have been added. 
Claims 5-6 have been amended. 

Claims 2-6, 10-11, 13, 15-18, 21-45 are pending. 

2. Claims 17-18 and 21-38 stand withdrawn from further 
consideration by the examiner, 37 CFR 1.142(b), as being drawn 
to a non-elected invention. It is noted that new claims 40-45 
(which correspond to previously withdrawn claims 7-9 and 14) are 
withdrawn from further consideration as being drawn to a non- 
elected species. In the reply to the restriction requirement 
filed on 12/9/04, Applicant elected SPE-C as the specific 
species of targeting molecule. Thus, the other specific 
variants of SPE-C recited in claims 40-45 are non-elected 
species . 

Claims 2-6, 10-11, 13, 15-16, and 39 are being acted upon. 

3. The rejection of the claims under 35 U.S.C. 103 is 
withdrawn in view of Applicant's remarks. Applicant argues that 
the claimed conjugates possess the unexpected property of 
inducing an enhanced immune response to the antigen component. 
Based on the teachings of McCormick et al . and the '964 patent, 
the ordinary artisan would not have expected to obtain an 
enhanced immune response to the plasma protein (i.e., the 
antigen) . 

4. The rejection of claims 5-6 under 35 U.S.C. 112 first 
paragraph for the recitation of a superantigen "derived from" 
Staphylococcus aureus or Streptococcus pyogenes is withdrawn in 
view of Applicant's amendment to the claims. 

5. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable 
any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by the 
inventor of carrying out his invention. 

6. Claims 2-6, 10-11, 13, 15-16, and 39 stand rejected under 
35 U.S.C. 112, first paragraph, as the specification does not 
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contain a written description of the claimed invention, in that 
the disclosure does not reasonably convey to one skilled in the 
relevant art that the inventor (s) had possession of the claimed 
invention at the time the application was filed. This is a new 
matter rejection. 

As Set forth previously, The specification and the claims as originally 
filed do not provide support for the invention as now claimed, specifically: 

A) An immunomodulator comprising a targeting molecule that "includes a Class II 
MHC binding site" and a T cell receptor binding site of a superantigen, the T binding 
site having one or more mutations that "reduce its T cell proliferation activity" 

B) An immunomodulator wherein the mutated T cell receptor binding site "reduces 
the T cell proliferation activity to equal to or greater than 10,0000 fold" 

Applicant indicates that support for the limitations of claim 2 can be found on 
page 3 of the specification, and support for new claim 39 can be found in Table 3 at 
page 21 of the specification. 

A review of the specification fails to reveal support for the new limitation. 

Regarding A), the instant specification discloses on pg. 3 a targeting 
molecule that mimics a superantigen but does not include a fully functional T-cell 
receptor binding site and a targeting molecule which is structurally a superantigen 
but for a disrupted T-cell receptor binding site. However, there is no disclosure of 
a targeting molecule that specifically "includes a class II binding site", as now 
claimed. Furthermore, the targeting molecules disclosed on page 3 include those 
without a fully functional T cell receptor binding site, or those that have little or 
no ability to activate T cells. However, these generic disclosures are not adequate 
to support claims which specifically recite that the T cell binding site "reduces T 
cell proliferation activity". 

Regarding B) , the instant specification on page 21 discloses specific targeting 
molecules such as SMEZ-2 W75L that reduce T cell proliferation to greater than 10,000 
fold. However, this specific example is not adequate to support the more generic 
claims of the instant application which are drawn to an immunomodulator comprising any 
superantigen with any mutation in the T cell binding site. 

Applicant's arguments filed 2/27/08 have been fully 
considered, but they are not persuasive. 

Regarding A) , Applicant argues that the specification 
discloses an APC targeting molecule that mimics a superantigen 
but does not include a fully functional T cell receptor binding 
site, and a molecule that is structurally a superantigen but for 
a disrupted T cell binding site (i.e. superantigen mutants 
containing mutations only in the T cell binding domain) . 
Applicant argues that it is well known that superantigens 
comprise MHC class II binding sites, and thus the skilled 
artisan would readily know that the APC-targeting molecules 
included in the claimed conjugates comprise an MHC binding site. 
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The instant claims are drawn to an APC targeting molecule 
which "includes a Class II MHC binding site and a T cell 
receptor binding site of a superantigen" , wherein the T cell 
binding site comprises one or more mutations. However, the 
claims do not reguire that the only mutations be in the TCR 
binding site. For example, since the MHC binding domain of most 
superantigens is located at the N-terminus, the claims might 
encompass APC targeting molecules that have mutations or 
deletions in the C terminus, outside of the MHC or T cell 
binding sites (i.e. a superantigen which "includes a Class II 
binding site") . Applicant concedes that the APC targeting 
molecules disclosed by the specification are intended to 
encompass superantigen mutants containing mutations only in the 
T cell binding domain. Additionally, all of the examples 
disclosed by the specification involve superantigens comprising 
mutations only to the TCR binding site. However, the instant 
claims have a much broader scope than what is disclosed in the 
specification. For example, the claims might encompass an APC 
targeting molecule comprising only a minimal MHC binding site, 
but lacking other portions of the C-terminus of the superantigen 
that are not involved in MHC binding. 

Applicant further argues that "T cell activating activity" 
and "T cell proliferation activity" are synonymous to a person 
skilled in the art, since it is well known that activated T 
cells undergo proliferation. The specification discloses 
targeting molecules with little or no ability to activate T 
cells. The term "T cell activity" refers to a genus of 
activities, including proliferation, cytokine production, 
chemokine production, upregulation of activation markers, etc. 
The generic disclosure of a T cell "activity" does not provide 
adeguate support for the specific activity of T cell 
proliferation . 

Regarding B) , Applicant argues that the specification 
teaches on page 3 superantigen mutations with no ability to 
activate T cells, and the specification discloses on page 16 
that a fully ablated TCR binding superantigen (i.e. having no 
ability to activate T cells) is defined as one that displays 
less than about 0.0001% of proliferative activity of the WT 
superantigen . 

The disclosure of a TCR binding mutant with a 1 million 
fold reduction in activity does not provide adeguate support for 
the instant claims which are drawn to a mutant which reduces the 



Application/Control Number: 10/006,797 
Art Unit: 1644 



Page 5 



activity to equal to or greater than 10,000 fold compared to WT . 

7. Claims 2-6, 10-11, 13, 15-16, and 39 stand rejected under 
35 U.S.C. 112, first paragraph, as the specification does not 
contain a written description of the claimed invention, in that 
the disclosure does not reasonably convey to one skilled in the 
relevant art that the inventor (s) had possession of the claimed 
invention at the time the application was filed. This is a new 
matter rejection. 

As Set forth previously, The specification and the claims as 
originally filed do not provide support for the invention as now claimed, 
specifically: 

A conjugate that "binds to a Class II MHC molecule" (Claim 2, and dependant 
claims 3-6, 10-11, 13, 15-16, and 39). 

Applicant indicates that support for the new limitations of the claims can be 
found on page 15 and 22 of the specification. 

A review of the specification fails to reveal support for the new limitations. 

At page 22, the specification discloses a specific example of testing in vivo T 
cell response to a particular superantigen construct. However, there is no disclosure 
of a conjugate that "binds to a Class II MHC molecule". Page 15 of the specification 
discloses a specific example of generating specific SPEC mutants and testing the 
mutants for their ability to bind to MHC class II. However, the disclosure of a 
specific example of testing mutants of SPEC for their ability to bind MHC does not 
provide adequate support for superantigen "conjugates" that bind to MHC, as now 
claimed. 

Applicant's arguments filed 2/27/08 have been fully 
considered, but they are not persuasive. 

Applicant argues that the disclosure of a targeting 
molecule that is structurally a superantigen but for a disrupted 
TCR binding site would necessarily comprise a MHC class II 
binding site. However, whether a targeting molecule that is 
structurally a superantigen would comprise an MHC binding site 
is irrelevant, since the instant claims recite that the 
"conjugate" binds to Class II MHC. The specification does not 
disclose that the "conjugate" binds to MHC molecules. 

8. No claim is allowed. 

9. THIS ACTION IS MADE FINAL. Applicant is reminded of the 
extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this 
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action. In the event a first reply is filed within TWO MONTHS 
of the mailing date of this final action and the advisory action 
is not mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will 
expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated 
from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than 
SIX MONTHS from the date of this final action. 

10. Any inguiry concerning this communication or earlier 
communications from the examiner should be directed to Amy E. 
Juedes, Ph.D. whose telephone number is 571-272-4471. The 
examiner can normally be reached on 8am - 5pm, Monday through 
Friday. 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Eileen O'Hara can be 
reached on 571-272-0878. The fax phone number for the 
organization where this application or proceeding is assigned is 
703-872-9306. 

Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval 
(PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have guestions on 
access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free) . 



Amy E. Juedes, Ph.D. 
Patent Examiner 
Technology Center 1600 



/G.R. Ewoldt/ 

Primary Examiner, Art Unit 1644 



